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Fine particles wherein a ligand capable of binding to target cells is directly or 
indirectly bonded to another ligand capable of being incorporated into the cells. These 
fine particles are usable in delivering drugs, etc. 

L'invention concerne des fines particules dans lesquelles un ligand capable de se lier a 
des cellules cibles est directement ou indirectement lie a un autre ligand pouvant etre 
incorpore dans lesdites cellules. Ces particules fines sont notamment utilisees pour 
radministration de medicaments, etc. 
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1 KK*«>IK8«-. 

*£^u M^-K^^^-7K^^4ii^^^^Lrv^^r^^#»^^5ft^l 



(3) WOO 0/61114 

*»Htt, Set, *<^H, «SST, tm^oy^yK^ 

*r<a&y *y-A*B^a», WKftiroy^fvKSrie-frufcy^y- 
t\ -y^— ^-7>f x-f*y^K*ry #y— A»c*^ufc9, rtfiEft^nsn 

^^5g^$tt^fet^^-r^fet«:^Sr^v^y #y-jU;&s;fjv^;hrC£*: e 

y — J* (Cancer Lett. 118 (2) (1997) 1 5 3) , ftF7 
ly^y=^ y ^U-fe^^— gt#jj£<g>y tfy — ^ (Br-J -Cancer. 76 ( 
1) (1 9 9 7) 8 3) , h7^7xyy^y^y-A (0«5 6 (3 
) (1 9 9 8) 1 0 5) W^ilT^o 
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JE ICBWB^ ^**ttfl5 ^*s«F^ txv^ wa^-c h <5 o 
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0 5 So 0H;tl2> y^V-A, n o v a s ome. ^HLffi&ttffJ 
T'fcoTU<, *r*L 0) * ft £ LT ttJB Jt * - i ^ 

dppc) . s?s y ^ h-r/u^^^^r^^^ y v (dmpc) , ^fro 
^/uy^^yr^^zi])^ (dspc) , ^tW;i/7t^7rf'^y 

V (DOPC) , Y^J^V^^Vr^^J^^^ J — ^ ^ (DPPE 

) . V f *\sjr4 >vy *?.y t^-Vjv^Z ; —)vr ^ > (DOPE) ^co y :/flgg 

IBJ»R«E0># y ^u>-^ y = — /MBMMM**:»tr* r £ as-C# 5 e r tLb^oJIB 
KftiMfi* it li - ««±, fc^^iti^n^jp -/u«o^Btttt« t *I 

c-ch o 1 ft^ow«ttft«, -^i~r * K«t*i-« y >J!BSSi»# (#ni¥ 

6- 1 5 7 5 5 9*4**0 -^PEG«I^W ^ KSSrfi-f-* y ^IB{CK*# 

(#w?6-2 2 0 0 7 o^i) ^^t*v^t>fiv\ a^y^y- 
Ai: LTfcnfejt* y #y— -A^i-v-^v ^^/u^^iB^ufcy /tfy— < 



(6) 



WO 0 0/6 1114 



-,1^.-^7 y^y-i* (suv) . mmm&m (y#y 

— A $>3;£> iSfrg: 1 9 8 8) , MLV£:*S>— #7&&^{'tZ>* ^zf? V£ 

mfe^xft i^mi-^?* h/u*-v>3 >-a^^«b#«bn5^-^^7^^ y # 

y — ^ (LUV) £r/BV^r <t^T*t 5 (Liposome Technolo 
gy, Vol. 1 2 nd edition) 0 

5ta# s EGF, VEGF, HGF^ieff, SSL UZ^~>, IML f * * 

yaf^K (a) i^t^^ttw^t^t^r 

y#y-^ ^-t^^ia^atfii^ray^^K (a) cK^iAi^^s 

^tT#At5^$ (PNAS 8 7 (1 9 9 0) 5 7 4 4 ) SpSrfflV^-C b 
£fc, y#>-K (A) |:ft-/H?w^tti!:»Al, te*y^y-A«o 
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&zt-em&ik'rz&& (^4-3 4 6 9 i 8*h*«l ^mms 8-134 

0 3 2^k$g, Cancer Res. 47 4471 (1987)) HSr/Bl^ 

y tfvK (a) lisg^f:^^^^^, x^-i)--i®ft&fr^xmL* 

zcDx^—v—k ltii, a«. #yr^y^7$K, * y tr-^trn y k>\ 
^yr^i, ^yM, #yyyi?y>\ #yyy=i-/i^ **ss, sfci* 

, ^L<i^y7^uyi/y^-;K ^y^fi/^y^-^ (pe 

G) Bi#*-CfcSo y^^K (A) «r*»ttK^fc^LT»K J F-^*-&S*5 
r iM^tny^/yK (A) ©«ttm»^<D*t*tt*r+# 

^^-t-M^^tt^tS^t UTf±, 0J;ttf. ^i¥6- 12 6 1 
5 2 -i-^ff , 6-220070 ^kfEL BBA1239 (1995) 13 

3m^m^^ti^m^m^<b^ t&x~%z e &\z&&l,<&wm¥-i 1-15 

2 2 3 4 f P E GR»ftlrfflV^*fe-Cfe5 e 9— 0^*14 

5 0 0^5 0 0 0 0gSj&SJBV^2ix£flS. U< f4 1 00 0*^1 000 0 

a£T-£>9, it)8*L<tt2 0 0 0^6 0 0 0g«-Cfc5o 

y#>K (A) Jl. ®bia^OJ9g«SSO0. 1%H2 0% (w/w) 

5%T?*>5 0 

i&mxz-v? h*MS^»0»«stt©*>sy #>-k (b) tr±, 

EGFUW- h^^^y VUi?^-. HGF Ui?:/*— 
F7^7iyy, EGF, HGF, FGF, TGF§Ol6f, ^yy~^i 
(4»ft4 0 0g«) , x^FD^y, b y y, ^9^t>f MM**^ 
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>m<n*j\s^^^ e g f > hgf, fgf, >< yva y i/^com&m^^fcmf 

y^^K (b) ji±^y^>-K (a) t&m\zvxim*\zm<&-rz>zk&-e 

ytfvK (B) IS, Si^^fltOO. 1%H20% (W/W) 
t^Iir^T'^ $f^L<i^0. 5^f)l 0%T'£>9, J: 9 ff* U< tt 1 *»6> 5 

■WMPfcHty if^ KldOjfC*»ttWfl^F (C) -ias-C* 5. 

(C) tltll IIMB*^— fr- * LTJHV^feft****^ 

^ iridic, #y y/urs h\ ^y tf^/utfn y ^yr^i, ^y 
flit. #y^y*y>\ tfy^ya-vnt. £M»K, #y7M^y=-^ 

A\ *ysf^5a-^ (PEG) »*fl:-C«>5 0 (C 

) ttlffle*'*--*--*: LT«v^**ttiB^im-TOOi«»-T--et>Jlft5a 

^r/^^0M*fc^^$rWi-S8ISg^^ft^{c^-L, TKSttWa^ (C) 
f±»^^Kti»*tt*r#4ftv^^3fls^»-e«>* 0 Kbtt^lcy^f^K (A) 

*+arfcasT?#*»*as*>*j^ y^Kk*#tt«r**ftv^*l»ttJS»^ ( 

K (B) o*W»ft***:fiJgi-i-*i:v^5a*^C. *ffrt"COSR*tt©a» 

**tt*jW- (C) ^tli5 0 OA^ 5 0 0 0 OSSiSfflv^ixS^ » 
^KlilOOO^blOOO OMT^^ X Vftlt U< II 2 0 00^f)60 
0 OMT'fcSo 

:©*SttH»?- (C) ft, y if> KfcUtt* i:**«*At S lit, 

y^f^Ktnft*c*Ai-*ri:fe-e#*. aw^Ty^y^^ 

1^<S$&£\ ««¥4-3 4 6 9 1 8*4*«l::M^Sjh,Tl** * 9 tc-r U>f S Kg 
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-cy tf^K* PEG^tSr fcj&s-0#fi o y KOflgRRalfffXtf 

5:^ey^yKiPEG Srft* ufc y ^ y- a £flz»-f- 5 itt-e# s e 
^^ic7K«ttS5»^*^LTajiajcje^s:fi--rsy ^f^K (a) zm-sts 

1t\ *>o, ||BJBJc»oa*ix*«tB«r*i-sy3!fvK (B) £jg^<*i^ Sfcjc 
, «a^*:**ttiK^ (C) T«tti-3»&ra:, fcfe^Cfcy tf^K (A) * 
*»tt*»^«)«*#tr«3»LT*J*, ^<Dm&#, y^^K (B) . Xtf** 
(C) fr**l»tt^c«-frS*5Ci:3flS»*Uv^ :^y^K 
(A) h7km&&4H-<Dm&ft, y^K (B) , XtMcJHS:***- (C) «:« 
tt^lcfe^S^S*^ HafSm^^S^SfB^, y^K (B) % 
ttffi^ (C) l«fi:g^Ul5tiI^9Alf:t, r*L6>fc«tt^«rR 

(c) na»^IBIlii:»iT2^p, l o o%, #*u<fi 

fcf^^^^^V. is^-J^^l/, 5 -FU^Ofctll^J, ^e— 
-?\ k - r a s ^rm^, HSV-TK^P 5 3, TNF, GM-CS 

f^^- Ki-sae^wc-t^ae^t^y y ^y*^y*fty^os 

ium Borocaptat e mn^ttltiBM&mik'&m&mff £>*L<5o 
»tfl:?AL^6«»Ji: LTte, -f x 
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flS *Tffi*3Bffl£:# *) (Cancer Res. 4_9 5 9 2 2 (1 

9 8 9) , BBA 4 5 5 , 2 6 9 (1 9 7 6) ) £rJB^T 

mmm 

SOmMyygifS ImM EDTA (pH7. 0) {d««fUfcStC E A 
^?*^-y ^o^-— yUfitft:2 1B2 (IgGlF Cab') 2) 2. 86mg/ 
ml 2. 15ml 6. lmgC#|i?l 1 - 1 5 2 2 3 4f EtOPEGf 
I* (Ac-S-PEG-Suc) 3 0mg/ml 3 7mL»U: 0 #| 
¥1 1-1 5 2 2 3 4 -^!5«cC0 P E G0i&tt (Ac-S-PEG-Su c) tt, 

<Ac-S-PEG-Su cC0®it^&> 

tf^fUyiOmllC^U^y (zn^lx^^y =r-/U) -b'^-o)-T 
^ y-a-^7^^^i/^ (PEG¥^ft3 400, Shearwaterp 
olymers, Inc) 1 g tC S -7i?f"/^f"^"^ y a-;U|tN-t Kp^'> 
^^yy^^ Kx^t;U (S i gmafi) 74. 8mgWMJxf;U7;>'4 
\» lfcjBSDUfc. «#L*#f£, $^i:i0mgOS-7tf;i/Wy=- 
^»N-fc Ko^r^^^W^ K«rW»IU*«a-e3. 5B#IW«#LRJSL;fco 
EJfcittTHTLC (^dd^V^^/-^=8 5/15, 3 — y»fe, 
TLCIi|Rj«(D*#-CtToyt:) -ejBaJUfc3^y (xf l/y^y n— yu) - h*^- 
a>-T*y-ct-$^7$*ci/sUCDi&Rf(DXtfiyh&MRf 0 . 6) Klv-y 
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DO^T'Mlf:sep-pak (SILICA PLUS Wates*£ 

) icgsapL* pp^v^^y- (4/1 (v/v) ) x-mmi-z^tx-y- 

(D-/^7i, LiChroprep Si60 25X310 
mm Ufkf) iC^LfCo ^PD^TWg, ^ u n */U.A/p< * 7 — 
;u (8 5/15 (v/v) ) flMLTLCWRf^O. 6©i4fi»S: 
^-/HJHMLfc. I*Tl:i««rS4U5 8 3mgfc»fc 0 5 4 3mg^2 
m 1 (DftL*. L ^^{L 7« ^ U > L ^vua: - tvu £2)0 XLit^b UK 

Ko^^i/W;K(Sigmatt) 17. 8mg^Ml 0«)$U: 

o 

* L**fl5K*«ft t« ^ Lfc 0 3i ^/ua:— T^zmz.tifm istzttm* 

LKS* y t T L C "C*- ftTEfllatSW I »ft 3 3 7 m g £ 

o H 

CH 3 C0-S-CH 2 ~C0H«H^H 2 CH 2 -^^ 



H93£*tCEAfitfflC*PEGK**Sr*P^., 2 5tt'lWKiO. IMS 
B! 3. 2ml!:ttU e 0. 1M«« (pH4) T«lfcSPt 
y 7 u—* (2ml bed) fcAWU mWRftrQ&fc&. 5 0mM!/yS8 
m& ImM EDTA (pH7. 5) Tigft Lfc e PD-10^7^T«^ 
£5 0mM y ^8SK®i8 ImM EDTA (pH7. 0) IC£&L*ltg, 1 
/9St^t KP^i/;U7^y^ (0. 5Mt Kp^W>7^, 0. 5M 
HEPES, 25mM EDTA, (pH7. 0) ) »^2 5t lO&ffig 
ft LflfcTir r £ LfcSt»S:f^» Lfc e ffSPD-1 

OX-mmmZO. lMy«W ImM EDTA (pH6. 0) 
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5 0mMPyiiW ImM EDTA (pH7. 0) |:S«Ut hh7 
^7x|jy (v-^tfc 5mg/ml) {Clft*^ ^ y-^WC»»LfcT-fe^U 
^Th^y /URN- fc Kn^v'/^^v'W ^ K^^t 1 /^ (V^-rtfc) 200 
M g 5rS*D t 2 5 1 eraSU LfcS, SOmMyySgfS ImM ED 
TA (pH7. 0) T'?MLfcPD-10T«Lf: e Ktt5H-IHlKSft 
»F7^7xyyS»U/9^b Ko^ATS^i&K (0. 5Mt 
KP^r»7;y, 0. 5M HEPES, 2 5mM EDTA, (pH7. 0 
) ) *M2 5«C 1 0 ^f^Jf LIT t I T^^H^^a 

h7^7xyy!rfPKLfc 0 ffSPD-i o-ea*»S:o. lMyyggfffi 

ImM EDTA (pH6. 0) t^^Ly V — J±^(D%£&\Z.fe{^tz 0 

y #y— h^y^y r^vvt^ y ^ (dp PC) /= 

y (#H¥4-34 6 9 1 8^f) 18/10/0. 5 (^tAtt) J&» ft 3 
»-&IBKJ:f9f^«L^:o -fft:b^ *»&IMt 1 OOmglll OmM*M>i/ 
7;utl/yfe>fy*»ffilm 1 ^D^-CtK^PU-^A^^^ ^ y #y-ix£{^®[L 
fc e c?£»J^ extruder (Lipex Biomembranes) £rMV^ 

o. i /i m(D^ y h ^ y/7 y tit it 

#^tLfcy ^y — iN^rO. lM!)yii®^ ImM EDTA (pH6. 0 
) T«l2 5mg/ml (JIIHSS) WRLfcle 

JifSy ^y-A(dI&SSJ:C0 2%O, /U^£#£0Lfc2 1 B 2fcftZm 

y - A^^tt'¥f ft Ltt 7 7 d C L 6 B (^r^^^rtfc) 

fflru ^ft"CKHi-«^t-e»«L.fe. ^*MF7^7xyy^iiSD 

S-PAGET?fili&Lfc 0 3btfiS**«S1-S&fc:S LK< t^fe«3t 

fe*PKH2 (if-f^^tt) Ty^y-ASrS^tSSl^V^ (21B2- 

tf y #y— ^) 0 

»ItUj5t#l:fttT0. lMyyigffiffi ImM EDTA (pH6. 
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mM EDTA ( P H6. 0) &m^Z^ kX?foft<Dfr&&&\*ttV tfy — J* ( 
21B2U #y-i0 $rf^SL^ 0 

t hHS^aia^MKN4 5 (TFS^Il^m. CEAilM : F AC S c a 

T*ig*U MMitTlmg/ml CO 2 1 B 2 1 

fcmT&v#y-j*m*m&&£:L,. 10% ( v / v ) FBs»tf:yT>f 

^ ACI^ LT 3 7 tt' 1 W > ^r^-<- h tfc e Jy^rzL^-Vm, tK#L 
TzP B S -A z T«$:^tTE^t % ®^&^4 9 0 nm{£:j3tt6 5 0 4 n 

*<om%z. ^2[Dlc:^-t-J:9l-> 2lB2^y-i^!:SJj;$ttafiSTU 

^m^^m^^fD^yttm^^^t^^n^. Try #y-i^ra££ 

»CTF y ^y-A J: 9 fcffl ba>f-#ifc Ky M^f&£*x*L e 
^7xyy|cMPEG^Ucy^y-A^stt e 

-*y<< KfT'Hil, IiISS^Ltlmg/mlOPEGW2 1B2-T 

Fy^y- a % PEGfg$2 iB2y^y-A > peg^#stf y #y— 
n-enii3tT7fc^-e 1 b^s/* £ itfc e sj£^t*& y # y - 2^£ft#i&3r u 

10% (v/v) F B S $riill Lie ^ r >f ^ A ICf ^ tt 3 7 1 T* 1 ^^1^ > 
^-ftfcc -f^^-hSL 7KftLtPBS-AzT'«^#U y# 
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^cov^T^$^o. 2M^y > ^mmmmm ( P H2. s) i:iiax*i^it 

gftl4 9 0 nm|:^lt6 5 0 4 n mCQ^Tt £r^fg L^o 

^we^, peg^2 i b 2 y ^y-iN£a££^fcM&-eh£. w&iE®^ 

tt*fcixfcj&»ofc (»3Hef), — *\ 2 1 B 2-TFtt*y — AStRJE 

^itmi&vit. ajarticTF y ^y-^j; 9 ^n&^cffto horned 

*u tnjatro. 2M^y ^yM8«Stac# Lt b^i^^o 
fc (K3Bc d) . 

u-^ot, »i!a«ffifi:iRCEAjca-rsfii#-e*)S 2 1 b 2<d^^u 
y — -Mi, MKN 4 5 ^a^K-g^t5 I dr liT^ mfaft\z.&v 

*>*v^ t*5^$tt^ 0 riibiu^tr 2 1 b 2-TFj^-^y #y— .m*, tf 
y #y-.A «t 9 few h*A^m<n y #y-*as«ii6rtfc:Bi 19 atnt^ 5, 21 
B 2S^^-yyr^maF^y^-t7^XMfflf^«i 

Kifi 1 2 -c* tfc p e G«dau*»iii«)T f y #y-^2 

1 B 2-TFy^y-A^t^, fc hff«^ISWK5 6 2^<0#y 
s^y— ^<^SJSttSra!l3eUfeo TFM2 1 B 2 o y #y — A— W^itt 

fc hff»MMtflMia«K5 6 2 (TF§fMM> CEAUM : FA 
CScanT'ii^) Sri. 5 m 1 ^» -^IC© t> % flg«»fl[ t LT 1 m g / 
m 1 (D 2 IB 2— TFy^y — P E G^ffi 2 1 B 2 - T F y # y — i*. TF 
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ft* EJfr&TfjL afePBS-Azf^U #7t^X3 5/im©7^ 
-£iILTF AC S c a n \C J: 5fl?#rlCffl 

p e Gf^ia o ^) y ^y-A^t^^ < Lfc e — *\ 2 

PEG^- 9— G>4fc«lc«*Ufc2 iB2ft:W^tti:i^5 
srir^-cts-^r% y #y-Aicii^r&Lfc h^>-.xy^ y yiassje 
sa£« 2 ic^-r «t o \z p e g«» 2iB2-TFy sKy — ixtta#*iBe!a->.<D 

©e5^ffittOfc5y^yK (B) SrttiD+JB^fcJ:!?, y K (B) tz 

t-e, y#^K (b) ic±a*wjiw4Ra:*rfi«u, fefrrt-e^^^tt^ttS 

mimn, mm^m^^m-r^v (a) u-cy# 
y-A^is-frL, «Majc»"?a*ixsanEfc#-t-*y^f^K (b) ^ifty^y 
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]) sjf y — A(0**fftjcj: ^^Uit^KT*fe5c MKN4 5«Bfl&|£#y #y-^£ 

$fcLfc 0 El + x a|j:2 1B2!)^y-A^ > b 13 2 1 B 2 - T F V # y — A 
c r±TF y 3^y— ASrRlE$-fr^iS«)**«S:^i-. 

a (i2iB2y^y-^ . bfi2iB2y#y-^ (Bttt 

, cl42 1 B 2-TF y *y-A , d!12 

i b 2 — tf y^y — (m&mffiWtfft&'ik) s eiiTFy^y-^ (Mam 
, ffiTFy^y-A &^-?- 0 

SMt^l* GNMSKtt^Lfcytfy-A*) fc* h/^AOWIWt. ne 
g a «y tfy— ^tRJES■ti:TV^ftV^j|s»li&<0^ffiSr. TF-f4PEG**«fT 
FyxKy-A^r. TF+liP EGilST F y /}> y — .A£\ 21B2TF-iiPE 
G#^$5 2 1 B 2 - TF y 3^y — j^^t s 2 1 B 2 T F + fi P E Gttffi 2 1 B 2 - 
TF y /J<y — A?r^i- 0 
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